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Urea derivs. of formula (I) are new. In (I) Rl and R2 = H, alkyl, 
cyclo-lower alkyl, phenyl- lower alkyl, naphthyl, benzoyl, halogen 
substd phenyl sulphonyl , lower alkoxycarbonyl- lower alkyl, (halogen 
substd) pyridyl or phenyl (having 1 - 3 gp(s) selected from lower 
alkyl, lower alkoxy, halogen substd lower alkyl, halogen and nitro; Rl 
and R2 may bond with N atom bonded to rl and R2 (via N atom or O atom) 
to form heterocyclic gp and the heterocyclic gp may be substd with 
phenyl; R3 = lower alkyl; X = 0 or S . 

USE - (I) have excellent hypolipidic action and are useful as 
remedy for hyperlipemia effective in cure and prevention of various 
diseases (hyperlipemia) such as hypercholesterolemia, 
hypertriglyceridemia, hyperphospholipideia or hyperf reelipemia . In an 
example, 1- (4 -chlorophenyl ) -3- (4 -diethoxyphosphoryl 

methylphenyl) thiourea is prepd. 4 -Chlorophenylisothiocyanate (3.39 g, 
20 millimole) and 4 -diethoxyphosphoryl methylaniline (4.86 g, 20 
millimole) were dissolved in benzene (50 ml) . Resultant soln. was 
heated and refluxed for 5 hrs . Solvent was distilled off under reduced 
pressure, residue was subjected to silica gel column chromatography 

(eluated was subjected to silica gel column chromatography (eluated 
with chloroform-ethyl acetate = 1 : 2) to give titled cpd. The cpd. was 
recrystallised from chlorof orm-n-hexane to give colourless crystals 

(2.0 g) m.pt. 162 - 163degC. 
DD 

Dwg.O/O 

Title Terms: NEW; HYPOLIPAEMIC; UREA; DERIVATIVE; TREAT; 

HYPERCHOLESTEROLAEMIC; HYPER; TRI ; HYPER; PHOSPHO; LIPIDAEMIA; 

HYPERLIPAEMIA 
Derwent Class: B05 

International Patent Class (Main) : C07F-009/40 

International Patent Class (Additional): A61K-031/66; A61K-031/675 ; 

C07F-009/58; C07F- 009/6509 ; C07F- 00 9/6533 
File Segment: CPI 

Manual Codes (CPI/A-N) : B05-B01E; B05-B01F; B12-H03 

Chemical Fragment Codes (M2) : 

*01* B615 B701 B712 B720 B741 B815 B831 F011 F012 F013 F014 F015 F016 
F019 F423 F431 F433 F553 F653 G001 G003 G010 G011 G012 G013 G014 
G015 G016 G017 G019 G020 G021 G029 G030 G039 G050 G100 Gill G112 
G113 G221 G299 G530 G543 G553 G563 G573 G583 G599 H141 H201 H211 
H341 H342 H343 H541 H542 H543 H600 H601 H602 H603 H608 H609 H621 
H622 H623 H641 H642 H643 H681 H682 H683 H684 H685 H686 H689 J011 



http://www.dialogwebxom/cgi/dwclient 



11/7/02 



DialogWeb 



Page 2 of 2 



J012 J271 J272 KO K352 K353 K399 L4 L410 L420 L431 L432 L531 L532 

M113 M121 M122 M123 M124 M125 M126 M129 M136 M143 M147 M148 M210 

M211 M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 M226 

M231 M232 M233 M240 M272 M273 M281 M282 M283 M311 M312 M313 M314 

M315 M321 M322 M323 M331 M332 M333 M334 M340 M342 M343 M344 M351 

M353 M372 M373 .M391 M392 M393 M411 M510 M520 M521 M522 M531 M532 

M533 M540 M541 M542 M710 M903 M904 P814 9304-17901-N 

Generic Compound Numbers: 9304 -17901-N 



Denvent WP1 (Dialog® File 35 1): (c) 2002 Thomson Derwem. All rights reserved. 



© 2002 The Dialog Corporation 



11/7/02 



aB)B*m*ffifr (JP) 



«2) & 111 45 St & & (a) 



(ii)»twM&»i*# 
#H¥4- 356495 

(43) 4MB B ¥^4^(1992)12^100 



(51) IntCl. 5 

C 0 7 F 9/40 
//A6 1K 31/66 
31/675 



C 7106-4H 
ADN 8314-4C 
8314-4C 



F I 



m&m* m#m<D& i (£ io jo 





#S¥3- 129516 


(71)ffiKA 


000149435 










(22)H1SB 


¥f£3^(1991)5E31B 


























cross wt 


* -gs 








t»JSW»r1i Jtitl W3?«MM© 7 






(mmm 


















#± ** 
















C-15 






(74)ftJlA 










SfcHlCfiiK 



(54) mwazm) mmmmft 



(57) QMS] 

Msl] 

,1 x 



R" 



^)N-C-N-<^^>-CHj P (OR') 



R H 



[iWR 1 RtfR 1 ti*3&K^, 7**JV*. 

ffi«S7Jl'3+->S» Any>fiSM£R7 

i~3ffl*^rr*iit©**7x-;ps&^-r. *&r 



—1025- 



« 4 



(2) 



®Sl¥4-3 5 649 5 



Ufci] 

R l X 0 

^;n-c-n-<^^>-cHj p (or ) j 
R * h 

7Jk*Jk«. ^"7^;US, ^>\AOUS, ADy>I» 

=. v u&frt>ts.%mfrt> : m&ti%&<D i ~ 3«£*rf * 



10 



[^©Iftffl&tftl'JJ] 
[0 0 0 1] 

[0 0 0 2] 



[00 03] 
[0 0 04] 

-MX (i) T*frsns^&gtewi«;£ns. 

[0 0 0 5] 
[ft2] 



R 



^N-C-N-^^-CH, 
H 



P (OR 3 ) 



(1) 



7)V*)V&, i/V u$M7)V*)\>m, 7xXJHK& 

7;^^s« ^-7^ji/S, "OiAous. Auy>gm 
7xxjk*;k*x;i<g. ffi&7;io*^*;k#x;MB;& 
7JP+JPS. Any^^-rBgj^n-s^troa&sbr'j 

vJI/gXttB&atLTffiSS^k*;^ (£»7;k3* 30 

ADy>@^fi»7;p*jus. Any>ji^Ry: 
x h a&frzuzmfr estfnsg© i ~ 3 <B£=rrs 

dt©$.57xrjl/S£^T. iifcR 1 £R 3 

LT*><fc<, «8jfSSIgttgfc7xx;PSTB&£nT 
I^Tfc«fcK R 3 m£«7;U*;i'&£jR-r. XttgE^S 

[0 0 0 6] ±BH-jK5£ (1) KiSUT^ftSfc&t 
L-Ttt. IM*:«k:tt&©&g£M^T£;5. IPS. 7JP 40 

*;wStLT»4. *3\>k x^;k 7DfcMk -f77*a 
tf;k 7>;k tert-7?Mk ^>?;k <\*s/;k ^ 

7?Jk :*£9\>k /XJk TVJk ^ >x vJk Fx 

■>;k hur->;k ft-7f->Jk ^>^x^;k -b? 
;k ^^x->;k xer7u;k /-j-t^s^^ 

;k ->^D7^Jk s^o'O^k s^d's*^ 

5. 7x^;HS®7JI/*^StUTtt, ^>i^;k a- 
7i*?;k 0-7x*3Mk 3-7xx;k?*nif;k 50 



4 -7xr:;l/7?Jk 2 2 -7xrjn? : 

;k 2-/9 L ;i'-3-7xx;i/7 p Dif;i/«4?$«sj^T# 

#£-&£tt-5. AD^B&^xXJI/XJl/tf-jl-gtL 
Ttt, p-£7DD:7xX;k*.;kivXJk p-T'nt^x 

n;uxjk*n;k p-7;^D7x^jkx;k*-;k o 
-9PD7 xr.jkXJb^r:;k p - 3- K 7x^1/7.^ 
*x.iU8$£ei]jiVr£S. <£»7;kn*->;&;k#x.iM£ 
^^^StUTtt. * K*->#;k#xJk*3^k X 
K+v'rt.lktfxjk^k 2-n-7'n#*->; , j;k#x 
Jkx^k n-7h*^;*JJk#x;k*^Jk 2-' f77 
ntf+i/^kflxjkr^k 3-tert-7>*->#;k# 
x;W7at!;k n-^^kt+i'rt.lk^x.lk^k 
2 - n - A*v;k**y#;k#x;ki:? 1 ;k 4 
->*JV#-Jk7^;k 5 -Ih + yiiM^M^ 

;k 6 -x b*->*;^x;^*^jus^S:0ij^T^ 
Any>jsTTB&sns ££©<&* eus^st 

UT«. 4-?nD-3-liUv > Jk 3-^DO-4- 

trusw, 6-^aa-2-hr«j$?;k 2, 4. 6-h 

[0 0 0 7] BSIStbTffiiR7;i'*;^ fiiR 

7;kn*->g. ADy>B»<£®7;i'*;us. adv> 
mtr^x h ngfr sstfnss© i ~ 3 fa 

&ft5Ciffl2&57irMtl/tlt «SB^©7x 
ZijkS©ffit*. 4-^^7xx;k 3-/W7i- 
;k 2-hU7MD7i-;k 3, 4-^f^7i 



-1026— 



(3) 

3 

n;k 3, 4, 5 - hU^^;U"7x-JK 2-X3 L )l7 
x^jk 4- hU^nD^^U7x-JK 4-^DP7 

Jk 3, 4-y^DD7i-JK 2, 6-y^DD7x 
n;k 3, 4, 5-h'JyDn7xZJK 4-^U^7 
x-Jk 3, 4-y^Dt7x-;k 4~7WD7x 
"Jk 2-7WD7x-ik 2-3-H7x-Jk 4 
-3-F7x-Jk 4-yDU-2-^fJl/7x-;k 
4-rhD7x^k 2 -~hD7x-;k 4 
y7xrik 2»^h + y7x-;k 3, 4, 5-hU 10 
^h^->7xrMlf^tt^ ft. ±iBg&S£ 

tf;k -f v^aK;k y^;k tert-y^Mk 

Jk fift7Jl/3+yStbTll ;*h 

mtVTte. hU7^D/^ik h'J^DD^k 
2, 2, 2- HJ^ktax^jUS^fc, Aay>JlT 
ibtfl jfc^HH^ &*iiC^ £*BHK RSSUIC^ 

R 1 -N = C = X + H 2 n ^y^ 
(2) 



if$9l¥4-3 5 6 49 5 

[0 0 0 8] ii:r 1 tR 2 t&z&tD&G'rz&mm 

x;k fcf^U^A i-hr^v?x;k ^kfrU/g^ 
a)fe§mcoffi^s&r;4 -7x^- 1 - tM^x 

;k 4-7xZ;Hf^Uyy, 2-7x^W>Jy 
A 3-7xrj[/- l-(fa'Jyr:JH^7x-;H 

[0009] ±ie-«!5S; (i) r^bsn**^^ 

[0 0 10] *£«<D£«ll§##:tt. ft«©*tttei0 

<KJKlfi5t— 1>' 
[0 0 11] 

Mb 3] 

o 

>-CH 2 P (OR 3 ) 2 
(3) 



R l X 

\ ■ 

> ;n- c-n 

«' i 

[0012] iBfusiesc- 1 fc^T'f y h 

Ii§«# (2) £7-V>mm» (3) fc©Efc», E£ 

US. 1. 2-?j'DDIi'^|(DADy>ftK*** 
IS, O-tfX hJHX +yl/>, 5?ftX-x;i^© 
3Hm»£flM&JIUftfc***l. ^xg^x-xJk 1. 
2-i>* h*->X^>. f H5tHP77> (TH 
F) . 1, 4-J?^U->^©««75Sai«X-5 i A' 40 



o 

<^^-CHj P (OR 1 ), 
(1 a) 

(DMF) . N, N-^^^7-thT3 K^^09^T? 
£•5. &M*3Hfc£«9©ffiffl«!l£tt, fttCfWISSnfc^ 
*». S?irfl:£«!i (3) KS-fbTft^ (2) 

fiTfttfto&T©^-fn-cfcj§ff-rs*t, s^&hs 

SS©g8mS©fig*#£«ffl-rs©#<k<. 

o. 5~i mmi&~Q&.mm7r%. 

[0 0 13] 
Nfc4] 



(4) 



«rBB¥4-3 5 6 4 9 5 



H t N 



CH 2 P (OR J ) 2 



S = C = N 



(3) 



♦ A 



<5) 



C £ Ci 

(4) 



R 



CH. P (OR > , R 



\ 
/ 



R8I 



NH 



2 ' (6) 



O 
II 



^)N-C-N-<^^>-CHj P (OF. 1 ) 
' ! H 

(lb) 



[0 0 14] ±BE*ieSC-2t*-r7=U>H»#: 

o) tf**xy> (4) £©£&«. asftRSM 

>. N-*?;U*Jl/*U>*©3»75>S£«fflT# 
*. £fc*fitt*8£LTtt«Atf MPX 

;k 1. 2 - h+>X*>. THF, 1, 

i7Dn*Jkk, E3ififl:^3R. 1, 2-^DPIy>? 

z. its® o) tfc^* (4) tmtum&tt* a# 

,1 o 

\ 



R l 



/ 



N-C-Y 



Hj N 



*<fc<. x, tiimmzteG® (4) itajLTra^fSt^a 
±ffl^-5<o*u^. ^ira*aa~£iK®fittatt& 

#Tfc. 1-10 fclBfiflraUT U *< L/TBf a-r v 
7^t->7x— hRig# (5) £iR#T2*. 
[0 0 15] ±Efc9l*«<-f V^S'TJ— hSi^ff 
(5) <h7S>Mi§ft (6) £©££«:, ffifBEtflg 



a#*b£fo (5) C»UTft^« (6) * 

fi~gfif©a^ia«©«sH. &£L<mm<DmtiL®& 
(ct, i-i 0P»n8aft*LT3ttiana. *<ut 

*«JHbfc* ( 1 b) 

<RfSxesc:-3> 

[0 0 16] 

Uts] 

0 

II 



CHj P (OR' 



si m 



(7) 



(3) 



^N-C-N-^^-CHj P (OR* 



o 

II 



H 



(lc) 



[0017] ±es«xs^-3ic»'rA;p/t'E-f just 

*# (7) fc7=U>WI# (3) i©EJStt. BSfc 
BtSIJWi UTttK£lCli#S£X&S&^&»©&®© 



50 



fcT'Jv^X 4 - * 3\>U7 2 / £ 'J >. N, N-5>* 
^;U7 -UX N - * U>3?©3»75 >g 

xy\ii/x~r;k l. 2-^h*S/x^>, thf, 
l. 4-i?^*t}->*©«tt75Sa«x— f-;i^B, J>jr 
nn^j>, i^pn^A, vsm&m. l. 2-5?* 



-1028— 



(5) 

7 

onx* >%<D/\ay>ikBki\:*mm. 7-fehxHJ 

;k DMF^SffiirtS. {fc£03 (7) tfc^» 
(3) tomm®G\t> m%'&%\Z#LTWl%Z% : £)l> 

(7) fc»UT»tn«~^afi*Bafr*039» 

fc3©*«#*l/<. HftKO. 5~1 0l#IBHMraK7 

•rs. *<i/c@«fl;fc* (io zs&n-vtz. 
[o o i 8 j ±E**ufn0i8fc*w-4BAWfc£* 10 

tt. ffi#©#^Sm«fcD$aiC*»B«Ti**. 

[0 0 19] 
[0 0 2 0] 

[&JM1] 1- (4-^7DD7xn;W -3- (4- 



*Jffl¥4-3 5 649 5 

8 

s 

4 -^Dn7xrW Vtt'sTI— b3. 39g (2 
>4. 86g (2 0 5«J ; E;W t*^>-t? >5 OmllCig 

;u*-imx?*=i : 2-eStti) fcttUT, *Bfl:^ 
tlSrfffc. iin£?Dn*^A-n-'\*1j->£0Pi£ 
ULT. *££S2. Ogftflfc. 16 2-16 

313 

[0 0 2 1] 

(^ssM2~2 0] sai«itw#icUT»i«ic*r 
cc) tfn*ft*«tifc*»f*. s^maca. are 

[0 0 2 2] 

[&i] 



-1029— 



(6) 

% 1 * 

x o 



W§8¥4-3 5 6 4 9 5 



10 



CH, P (OR 3 ) 



E t : xf ;H 



* ^ 


R 1 


R 1 


R ' 


X 




i 


ci -O- 


H 


E t 


S 


16 2-163 
^ n d aft/UA- n 


2 


CH 3 


H 


E t 


0 


80. 5-8 1. 5 


3 




H 


£ t 


s 


114 J. H J 




f* IJ t f* LI 1 


H 


E t 


0 


8 6. 5 -8 7. 5 

? d a * A^A- n -A.*-fr ;/ 


5 


o 


H 


E t 


s 


14 4. 5-145. 0 


6 


o 


H 


E t 


o 


19 2-193 

? D o* A/ A - n -^4"- If > 


7 


O-CH,. 


H 


E I 


s 


15 3. 5-154. 5 

2 D o*4/ A - n + > 



[0 0 2 3] 



«2] 



—1030— 



(7) #Hl¥4-3 5 64 9 5 



11 12 



8 * 




R J 


R 3 


X 


tt « 


8 


O c vv 


H 


E t 


S 


12 5. 5-12 6. 5 
£ oo + A'A - n — > 


9 


06 


H 


E t 


0 


1 7 9. 0 - 1 7 9. 5 
^-on^A/A— n — -fr > 


1 0 


c6 


H 


E t 


s 


14 6. 6-14 7. 0 


1 1 


o-s- 


H 


E t 


s 


lift. 5-119. 5 

? d a* /l. A - n -A.*-fr > 


1 2 




H 


E t 


0 


1 9 8. 5-1 9 9. 5 


1 3 


0 
t 


K 


E t 


s 


9 5-9 6 

^ o a A - n + 


1 4 




H 


E t 


o 


17 3-174 

y^Poy^V-n -^ + -9- > 


1 5 


o- 


H 


E t 


s 


14 3-144 



[0024] [^3] 



—1031— 



(8) 



«rii¥4-3 5 6 4 9 5 



13 



14 



$1601 


R 1 


R 1 


R 3 


X 


tt tt 


1 6 


H. C 


H 


E t 


0 


1 9 7. 5 - 1 9 8. 5 
? do*H - n - ^ * -fr > 


1 7 




H 


E t 


0 


14 7. 5-14 8. 5 


1 a 




H 


E t 


0 


145-146 


1 9 




H 


E t 


0 


19 9. 5-201. 5 

$ oaW - n > 


2 0 


° 2 *-c^ 


H 


E t 


0 


2 2 0 (5) ») 
£ a d sfc ;U A 



[0 0 2 5] 

[%JKM2i] i-^>y;u- i-*^-3- (4- 

it 

4-^Xh + v^X*UJU^^^7- , J>2 5. Og 
(10 35>JtW tMJX^75>2 0. 8g (2 

icaaa*Ticy**xy> 1 1. 8g (io3^u^ 

;W <Z)^>^>5 0iDlSfS^^o<0tJSTUfCo 2» 

*br, jft«^4-vxh*v*x*u;u^^;P7xn 

MV^>7t-h2 8. OgSSfc. 

[0 0 2 6] 1 H-NMR (CDC 1 3 ) 6 (ppra ) : 
1.25U, J=7.0Hz,6H), 3. 13(d, J=22. 0Hz, 2H) , 4.0-4.1 
(n,4H) , 7.18(ABq, J=7.6Hz,2H), 7. 29(dABq, J=2. 8, 7. 6 
HZ.2H) 



30 



[0 0 2 7] ±SBTS6n&fl:'&«2. 4g 

(8. 3 ^ U LN—jt > >Ml/7 ^ > 1 . 0 
g (8. 3SU^EJW tS^DD*JUA3 0mlfc**pa 

-Sg£X:P;U=l : lTSffl) KtfbT* £G4fr&ft& 

IT, ftfiftBl. 3gW:.Bfi:9 9. 5-10 
0. 5*C 
[0 0 2 8] 

*tH«tr«. *fc»2«ctt«is«2iT#6n& 

[00 2 9] 
tt4] 



-1032— 



15 



(9) 

# 2 a 

X 0 



&M¥4-3 5 6 4 9 5 



i5 



^N-C-N-^yCHj P (OR 3 ) 2 
l * H E t : i-^^S 



# * 


R 1 


R 1 


R ' 


X 




2 1 






C t 


s 


9 9. 5- 1 00. 5 
£ c o > £>-n-*\*1J-;/ 


2 2 


B r 


H 


E t 


s 


16 9-172 

^ a cj * A* A — n — ^+ > 


2 3 


0-CH 2 - 




E t 


s 


102. 0-10 2. 5 
^ u a # A - n - -^4- U" > 


2 4 


< f\/ CH 2 CH 2" 
^ CH 2 CHj- 


E t 


s 


14 0. 5-141. 5 
^oa;}wl/A-n 


2 5 


/CH, CH. ~ 
0 Z 2 
^CH 2 CH 2 - 


E t 


s 


18 1. 5-18 2. 5 
^ao^/UA-n— 'S^-tf' > 


2 6 


/\ N CH? CH '~ 
X C H 2 CH ? - 


E t 


s 


17 5-176 



[0 0 3 0] 

[#|JE#J2 7] 1, l-y7x-Jl/-3- (4-yXh 

4-yXh+y*7^U;MW-'J>4. 8 6g 
(2 0 5U ; EW t t!U ^>3. 16g (40^U^E 

»Tlcs?^xr:^*;^qB>f;U ?duH4. 6 3g 
Jd*t, 7^Mira^iiiSL/fc. E«fi^«f«t>fci ox* 

«*Stt5 OmISJnA, ?na#Jkk TffltflU ^fll± 



30 =1 : 1-C*fl0 *E*fr&tt*»&. :itt£ 

5. 5g«»fc. HUSi: 9 9. 0-9 9. 5*C 
[00 3 1] 

C^iSM2 8Rtf2 9] *JMH2 7 tH«KLT*3a 

[0 0 3 2] 
»5] 



-1033- 



17 



x 



(10) 

3 & 



4$8B¥4-3 5 6 4 9 5 



18 



c H E t : x^^fi 



* ^ 


R 1 


R 1 


R 3 


X 




2 7 


' o 




E t 


O 


9 9- 0-99. 5 

? o o jfc.rt'A — n - / n4 l "^> 


2 8 




CHj 


£ t 


O 


12 1. 5-12 2. 5 


2 9 




0 CH T 


E t 


O 


2 2 9. 5 -2 3 0. 5 

? a n - + > 



-1034— 



